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The Exan^iner asserts .ha. ".he combi„a.ion of references dearly s«gges.s U,a. .he subs..m.ed 
prolacrin mimics phosphory.a.io„, and .ha, phosphorylarion resuUs in an antagonistic molecule, 
.herefore, one of ordinary skill in *e ar. wonld reasonably conclude .ha. subs.im.ion .o m,m>c 
phosphorylation would likely genera.e an an.agomstic molecule, absent evidence to the 

contrary." 

nere is No Mcivation to Comiim Macieiey.sti and Walker and Maciejewski Teaches Ay.ay 

from Such a Combination 

Applicant respectfully submits .ha. ftere is no mo.iva.ion .o combine toe Mactejewsk. 
and Walker references and .hat Maciejewski .eaches away from such a combmauon. As 
discussed in more derail below. Maciejewski .caches fta. serine 90 is .he critical phosphoryla.ed 
residue in prolactin and that subs.itu.io. of other ph„sph„ryla.ed residues does not m-mtc 
a,e biological effect of phosphorylated pr«.ac«n. Furttrer, Maciejewski fails .o .each or 
sugges. .ha. serine 179 is phosphoryla.ed a. all. much less to. i. is a cri.ical residue m toe 
biological ac.ivi.y of phosphorylated prolactin. 

One of Skill in the An Would Not Believe tkat Serine 1 79 and Serine 90 are E,ui.alen, 

A. the time the present application was filed, tee was disagrcemen. in fte ar. abou. the 
major site of phosphorylation in prolactin and i.s biological significance. As indrcatcd m 
walker, some evidence suggesied .hat serine 179 or its species equivalent (177) was d,e major 
site of phosphorylalion. while oiher reports indicared *a. serine 90 was toe critical residue (page 
m second and toird columns). For example. Wang e. al. (J. Biol. Chem. 271:2462-2469 
-tl996)-ofTecord>^ncluded-Aonutoei..analysis of nt. prolactin .ha. "toe primary s..e of PRL 
phosphorylation is serine 177. Phosphorylation a. .his site has a major effect on b,olog,cal 
activity causing toe phosphorylated PRL .o become an an.agonis. .o toe non-phosphorylated 
hormone." (page 2649. firs, column, las. paragraph). In contias. Brooks e. al. (Mol. Cell. 
Endocrin 99:301-305 (1994). of record) found toa. serine 90 in bovine prolaCin was toe major 
phosphorylation si.e and was responsible for biological activiry in the Nb2 bioassay One of sk,ll 
in toe art would reco^ze toa. toese positions are inconsis.em and toat boto residues could no. 
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be *e major si.e of phosphorylation. Thus, one of skill in .he art would no. expec. res„l.s 
oMained wi* serine 90 u, be applicable .0 serine 177/179. Moreover, witt,ou. tt,e benefit of fl.e 
presen. disclosure, one of skill in .he ar. would no. have been able .„ iden.ify one residue over 
fte ote as being involved in antagonistic activiv of phosphorylated prolactin. As .he 
Examiner is aware, the presen. disclosure can not be used in the rejection .o provide mo.,va.,on 



to combine references. 



Macieie^ski Teaches thai Only SubsliMion of Serine 90 Mimics Phosphorylalion 

The Examiner states fta. Maciejewski ".each flta. subs.iti..ed prolactin mmncs 
phosphorylation, the^fore, one of ordinary skill in the ar. would reasonably expec. .hat a 
substituted prolactin, which mimics phosphorylation, would possess the an.agonis.ic activiy as 
.augh. by walker." AppUcan. disagrees tt.a. Maciejewski .caches fl,at subs,i.u.ed prolactm 
mimics phosphorylation. However, even if i. did so, Maciejewski .eacbes tha. only 
substimtion of sertae 90 mimics phosphoryM.. because to. serine is .he cri.ical residue for 
the biological activity. Maciejewski s.a.es .ha. ttteir results "confirm our interpremtion of 
previous sequence and sioichiometiic smdies fta. demonstiated serine 90 .o be the most 
frequently phosphorylated and probably responsible for the reduced biological act,v,ty of .he 
phosphorylaled hormone." (page 27664, column 1, firs. Ml para^ph). Maciejewski does no. 
teach or sugges. .ha. substiti..ion of any ote residue can mimic *e aciviiy of phosphorylated 



prolactin. 



Maeieje^shi Teaches lha, SubslUulion of Other Serine Residues does Not Mimic 



Phosphorylation 



While bovine prolactin contains a serine at position 179, Maciejewski does no. identify 
.his as a phosphorylaled residue and does no, sugges. fl^t it may be important .0 flte activty of 
d,e phosphorylated protein. Maciejewski did identify Wo phosphorylated residues in addition to 
serine 90 bu. found .ha. mutation of ,he two other phosphorylated serine residues did not 
mimic the biological activity of phosphorylated prolactin (page 27664, second column, fourd, 
ft.ll paragraph). FurUier, Maciejewski argues for tire importance of serine 90 by specfically 
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staUng that tto particular residue is conserved in prolactins, as well as in other hormones (pag^ 
27663 first coiunn, lines 5-7). T^us. Maciejewski teaches that o..y substituflon of serure 90 
„,™ies «.e biological activity of phospborylated prolactio and teaebes ..ay from 
geoeralixiig their frndtags to any other pbosphorylated residues. 

T^e Examiner has stated that "Walker teaches that this serine [179] is important for 
hiolo^cal activity and phosphorylation creates an antagonist for prolactin" (paper no. 16, pa«e 4 
ftrst m para^ph). However, Maci^cwski teaches that serine at position 90 is the ».y cn..ca 
residue and .be only residue «b.se s.bs«tu.io. can ■uiu.ic phospbo„...i«.. TTtus^one o 
sldU in the art would no, helieve that mutation of serine 179 could mimic the h.ologtcal effects of 
phosphorylated prolactin and would no. be motivated to combine the teachings of Mace^ewsi. 
with the teachings of Walker. In addition, the comme^ial success of the present inventton pom s 
to its unobviousness. As a result. Applicant respectmlly r«,uests that dris r^eeuon be 
withdrawn. 

Conclusion 

For the reasons presented above. Applicant respeCftlly submits that all pending claims 
^ in condition for allowance, and an early action to that effect is respectMly solicited. If any 
issues remain. Applicant requests that dte Examiner contact Applicant's counsel at the number 



listed below to schedule an interview in 



order to resolve such issues promptly. 



Respectfully submitted, 



KNOBBE, MARTENS, OLSON & BEAR, LLP 



Dated: ^ ^^-LLUl h ^_U i_J==^\ 
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By: 0_ — ^ — ^ ^ 

Ginger Dreger 
Registration No. 33,055 
Attorney of Record 
620 Newport Center Drive 
Sixteenth Floor 
Newport Beach, CA 92660 
(415) 954-4114 
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